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the staled inaxmuini l),„, particle si/e. Support toi- this mscriuMi can be touiiL] m tlie 
speeitieatioii at least at page ^. lines \ 5-2i). 

\u new nialiei is iiUiDLhieed and no ehange in in\ eiUorshi[i results Iroin the 
aniendnienls made herein. 

HI SPONSl-: TO OM IC ACnON l)Aii:i) JAM Ain' 10. 2001 
Claims l-,*^0 and Ib-X} are peiidmu in the present Applieation. 
Appheant respeett\ill> notes tlial tlie lixaminer miseharaeteri/ed applieaiit's 
eleelion m the response to Offiee Aetion submitted on ALiuiist 21, 2000 (Paper No. 7), 
which identified Claims 1 1-50 and 7()-S3 as the elected claims. Ijo\\e\cr, in the interest 
of lacililatiiiLZ expediOous prosecution. Applicant agrees lo continue proseenlion of 
Claims I-IO as well as the elected claims in the present Application. 

1. Rejection under 35 U.S.C. M 12 

Cdaims 77-80 stand rejected uiuler 35 l -.S.C. 1 12. second paragraph, as being 
indelinile in the use oC'such thal^\ for failing to particidarlv point out and distinctly 
claim ihc subject matter which applicant regards as the invention. Applieanl respectfully 
points out that MP\'V ^ 2173.05(d), cited by the l:\aminer. does not relate to a "such 
that'' phrase and believes no indelniilencss i-esulls from its use. Ilowexer. Claims 77-SO 
ha\ e been amended to define particle si/e by allernalive wording ha\ inu identical 
meaning. Applicant believes that Claims 77-80 as amended are fully in compliance with 
35 L'.S.C\ ^112 and withdrawal of this rejection is respectfully requested, 

2. Rejcclion under 35 U.S.C ^ 102 

Claims 1-50 stand rejected under 35 U.S.C § 102(a and b) as being anlicipated by 
U.S. l^rescribing hiformation for C^ULUBRli.X (Searle-Pfi/er-Pharniaeia), The 
Uxaminer has olTercd to reconsider this 35 U.S.C ^ 102 rejection prov ided that the 
applicant submits the date of the reference. Applicant submits herewith a declaration 
signed by .Andrew M. I leard of IMi/er Inc.. show ing that the date on w hich the cited 
reference first became available to the public was later than the priority date of the 
present application. The cited reference therefore is not prior art. Withdraw al of this 
35 U.S.C. 102 rejection is respectfully requested. 
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.V Rr |re-ln)n uiuh-r >^ I '.S.C. I03(a] as unpatentabl e oNvrJilaek 

C'lauiis stand rejeeied under 3.^ l .S.C . l()3(ai as unpaleiilable er 
I'l' 0 S(>3 134 (Black). This reieetu>n is respeeirully ira\ersed. 

The l-xanimercorreelly eharaelen/es l^laek as teaehmu that a speeifie eonipound 
which IS therapeutically useful as a selective C'()\-2 inhibitor can be administered orally 
,n the lorni of tablets, troches, to/cnges or capsules. The l-.xannner also correctly notes 
that Black teaches (a) that tablets can comprise this specific CX.)\-2 inhibitor as active 
agent m adniixltire with couNcntional excipients, (b) tluit the actixe agent can be present 
ni an amount of ID to 250 mg. (c) that earner material may vary from about ^^. to about 
93"o, and (d) that the dosage can be administered once or t\Mce a day and w ill pro\ ide an 
cffcctixe T, : on er a 24 hour period. 

fhc h.xammer asserts that it would have been -"prima facie obvious for one ol' 
ordinary skill m this art^' to replace Black^s COX-2 inhibitor with cetecoxib. Applicant 
respectlully submits thai even if it had been, al the time oi'thc present invention, obvious 
to irv this (which is not admitted herein), there is no teaching m Black that would iKne 
led a skilled artisan to beliexc that s he could lormulate. m a particulate form, a selective 
COX-2 inhibitor, particularly one with such low water solubility as celecoxib, as an 
orally deliverable composition having a relative bioav ailability not less than about ^if n 
by comparison with an oral celecoxib solution at the same dosage rate, as required by 
Cdaim 1 as amended herein. 

l^lack teaches that his specific COX-2 inhibitor provides an effective T, : (half 
life) ov er a 24 hour period. Importantly, howev er, half life, or the measure of time 
required tor concentration of a particular drug m bkxKl or plasma to decrease b> one half, 
is a characteristic that depends to a great extent on the particular drug m that it rellects 
metabolic processes and/or excretion of the drug, but is not strongly affected by the wa> 
the drug IS Ibrmulated. The formulation can greatly alTect the rate and extent of 
absorption of the drug into the bloodstream, but once m the bloodstream the half life of 
the drug is largely independent of the lomuilation. Black is silent on the question of 
bioav ailability, which is a measure of drug absorption into the bloodstream and which, as 
pointed out immediately above, is formulation-dependent. See. lor example. Ansel a ai 
(1995): Pharmaceutical Dosage Forms :md Orua Delivery Systems, bth lidition. pages 
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^l-"'2 (^'opy altachcd), wliich slates: 

"ircquiv alcnl closes of drug in difiLMCiU lorniulanoii produce ditTeieiU AliC 
\alLie>. dirierenee> exist iii the exieni ol'absorpiion helueeu the lornuilaiion^/' 

UL at [Xiue ""'^ (eop_\ attached): 

^'ll has become well estabhshed that the rale and extent to which a diuy ni a 
dosage form becomes available lor biologic absorption or utili/alion depends m great 
measure upon ihe materials used in the Ibrnuilalion. . . . Thus, the same drug w hen 
forniulaletl m dilTerenl dosage forms may be found to possess different bioa\ailabilit\ 
characteristics and hence exhibit different clinical eflecli\ eness." 

The present AppNcation discloses that celeeoxib. a drug of verv low water 
solubility, can unexpectedly be formulated in particulate lorm. for example m a tablet oi" 
capsule, and yet pro\ ide a bioa\ ailability upon oral admmislralion nol less than about 
sO*\i of thai pro\ ided by a solution of celeeoxib in a suitable soU eiil, orally admnnstered 
at the same dose. 

in this regard, the l:xaniiner\s altenlion is drawn lo Tables 1 1-2C' and I 1-20 on 
page 50 of the specificalion, in parlicular lo the pharmacokinetic parameter indicatCLl as 
■'I^ioa\aiiability ("o)". ll will be seen that an orally administered unformulated celeeoxib 
capsule (1^^) exhibileti a bioa\ ailability of only 16.9" i) and that an orally administered 
celeeoxib solution formidation exhibited a bioa\ ailability of 62.4'' <> and S9.4"u in 
female and male dogs rcspeclively. These bioavailabilities are by comparison w ith 
intravenous infusion. It w ill further be seen that, of Ibrmulations A-I). all ha\ ing 
celeeoxib m paniculate form, at least formulalions A, C and I) exhibited in both female 
and male dogs a relative bioa\ ailability nol less than about 50'* o of that exhibited by 
soltition fornntlation I- at the same dose. I'ornuilation B met that standard in male dogs 
but fell short m female dogs, Formulalion 1) (a fine stispension) surprisingly exhibitCLl 
stibslantially similar bioa\ ailability to solution formulation I:, which represents a 
probable maximum le\el of bioa\ ailabilily achie\ able by oral administration. 

The Hxaminer's attention is also draw n to Table 14 on page 55 of the 
specincation. showing formtilated capsule compositions of Ihe in\ ention eompnsmg 100 
mg or 200 nig celeeoxib. Pharmacokinetic parameters (following oral administration m 
Iniman subjects) of these capsule formulations were compared w ith celeeoxib suspension 
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lonmikUioM D which, as acscnbc.l above, cxh.bilcd sub.UuU.ally s,nuk,r bioavanab,H,> 
,0 ..rally dcin civd cclccoxib solunun loniiulaU.n b', Sin-prisind) . as .how n ,n Tabic 
ISB on payc b} ol'lhc spccillcation. these capsule lonnuiano.is exhibiled rcialue 
b,oa^a,lab,h.v (as incasured b> Al C . , or AUV , ,) thai was not less than about 50". 
by cotnparisoM w,lh lon.uilalion I). Iiuleed. both capsule lonnulaltous cxhibtled rclalive 
bioavailability thai was subslanlially sniular to that of loinuilation 1). i.:. close lo what is 
believed to be the maximum acliicx able by oral adniinislialioii. 

The surprising findings illuslrated m the present specification are of ureal and far- 
reaching advantage ,n the art. Discrete solid dosage lornis comprising formulated 
particulate celecoMb can now be provided which exhibn a relative bioavailability not less 
than about 50" u. and more pi-elerably not less than about 70",,. by comparison witl, an 
orally delivered solution of celeeoxib. 

Black prov ides no teaching thai would hav e suggested to one of skill m the art lo 
iry making formulations of particulate eelecoxib with an expectation ofobiaitiing a 
relative bioavailability not less than about 5()"„. by comparison w ith an orally delivered 
solution conlaining the same amount of celeco.xib. i;ven if for the sake of argument, 
niotivaiion had existed based on Black lor one of skill m the art to try making such 
rormulalions. ,1 would not have been with the expectation of obtaining the remarkably 
favorable resulls set out m the present specincation. Withdrawal of the rejection of 
CTaim I. as herein amended, under 35 U.S.C. 5 10.3(a) as unpatentable over Black is 
therefore respectfully requested. 

C hums 2-50 mcoiporate by their dependency on ( laim 1 the defined 
bioav ailability properly added by amendment lo Claim 1. W iihdi awal of the rejection of 
flaims 2-50 under 35 U.S.C. 103(a) as unpatentable over Black is theiefore 
respectfully requested. 

4. Riyixtionimd^^ 

\ u'u of Black 

Claims 1-50 stand rejected under 35 C.S.C. s^ 103(a) as being unpatentable over 
l .S, I'reseribmg Information for CTil.l BRI A « (Searle-Pfi/er-1'harmacia), in view of 
Black. I his rejection is respecifully irav ersed. 

As pointed out abov e, tite Searle-l'fi/er-l'harmaeia reference w as not publicly 
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a\ailablc before the pnonl) dale oi'lhe present Applieatioii and. ihei'efbre. is nut prior 
art. Withdraw al of the rejeelion under ll.S.C. ^ l()3(a) as unpatentable o\ ei- Searle- 
Pli/ei"-Pharniaeia in \ieu of l^laek is therefiue re>peetfull> requested. 

X O bjeetion to C'lamis ?(> and S1-S3 

(.'laniis 76 and N1-N3 ha\ e been found aikn\able bul lor then' dependene\ on a 
lejeeted base elaini. The l:\aniiner has suguesled rewnlmu these in nidependent forni. 
Applieanl inav follow this suggestion at a later stage in proseeulion; how e\ er. as the base 
elaini for eaeh of these objeeted-to elamis has been amended lierein to a form w hieh 
Ap]il leant believes is alKnv able, no amendment of Claims and is presented at 

this time. 

All elaims presently m eonsideratton are beheved now to be m eondition for 
allow anee. No fee is belie\ed payable in eonneetion w ith the present Amendment and 
Response to Oftiee Aelion; howe\ er. if it is determined that a fee is payable, please 
eharge Deposit Aeeoiint No. 19-1025, in the name of Cj.D. Searle & Co. 

R e s [1 e e t f u 1 1 \ • s u b m i 1 1 e d . 

r/- ' ■ ^ 

James C. l orbes 
Agent for Applieanl 
Registration No. 39.457 
Teh (847)581-6090 

Address CA)rrespondenee to: 
I'harmaeia Corporation 
Patent Department 1 820 
WO. Box 5110 
Chieago, 11. 00800-51 10 

Attaehments 

Ansel c{ at. { 1995): Pharmaeeutieal Dosage l-'orms and Drug Delu ery Systems . 0th 

lidition, pages 71-73. 
Deelaration of Andrew M. Heard. 
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tornuilation "A" ptTinit^ tlu' ^rtvitiT r.itr ot dnii; 
.ibstirptntn, it nllou s drui; to ri\u li both ttu- Mf-X 
■md its ptMk heit;ht sttoiuT th<in driii; tDrnnihi- 
tion "iV" C)n tlu' otluT ii<uKi, formulation "H" 
providtN tln' ^rtMtt'r duration ot tune for druv; 
t onrcntrations niaintainod abo\e tht" MI-(/, s 
hours (from 2 to 1(1 li(nu"s tolKuvu^t; adnuni'-tra 
tion) to ■ luiurs I from 3(1 niiniitos to (> htiur^ 



lollownii; adiumistrationi tot tornuiLition A 
! il .1 rapid oii.sct oi ai tion Liosirrd, a tor- 
111 u Kit ion similar to ' A ' would bo protL'rrod hut 
It a lonf.',or duration ot aitioii is dosirod i"athoi 
ttian .1 ra[.>id oiisrt or ai. uon. .i U'rinuiatuui smu 
lar to dV \\ amid \\' prt toirod. 

In --uni. I. hani;t.'s m thr >j'u' ot dni;.; al>sorpti(Ui 
wall iTMilt 111 t [iai\i;os ui tlu- \ aluos nt both ( ,,,,, 
and I .,, . lau h produ^ t has its ow n i. haraatonstu 
rato ot absorption. V\ hon tho niit' ot .ibsoiption 
is dcoroasod . tho C , is lowaa rd and I .,. ot i. urs 
at a later tinio. It the doses ot the drui;s are (he 
same and presumed tonipleteK absorbed, as m 
I li^ure /I 7. the AI L tor cxih is cssentialK the 
sanu . 

AKI A eMllli III! SI KIM ( ( >N C I \ [ K A ] l( )N - 11 M i 

c i in I . The area under the eurve ( AL'C ) ot a etui- 
eentmtion-tiine plot (I•l^. 3-4 i is et>nsiLiered rep- 
resentati\'e ot the total amount o\ dru^^ absorbed 
into the LiroLilation follow int; the aLtininistration 
of a sinv;le dose ot that druv;. bquutilent (.loses 
ot a drii^t;, when tulK' abserbetl, would produee 
the same AL'C. Thus, two curves mueh unalike 
in terms of peak heit;ht .ind timt.' ot peak, as those 
m I'lgure 3 7, uku' be much alike in terms ot 
area rmder tht^ eur\ e, and thus m tln' amount ot 
driii; ,ibsorbed. As inditated in Figure 3-7, the 
area undi'r the curve tor tornuilation "A" is 34.4 
me^ nd - hoLirs and tor iormulation "R" is 
34.2 nie^u.'ml > hours, essentialK the same. It 
equivalent doses ot dru^ in different tt^rnuiiation 
produee iiit!i'''C)i! Alt." wilues, dittt'renees exist 




tuniv 1 \y.u\v '> Jtr'^ onut'iitration timf 
, ,|,^ t.M tlutr Jittftt'nt tuI iiuilalHUi^ nt t'MiKil 
^inunmt^ ot .IrUi!, u'lth i;!v>itl\ dittrri'iit .mM- 
iindri tlu' anvr \n ihi- rx.mipU', lonmiLitinii 
"A ■ Jrlnrr^ >i imuli i'jiMtrr .inuuint ft drui; tn 
thrur. ulalorvM--tfni tluin Jollu'Ptlu'i tu otoi 
nuil.ihwiiv In v;uiirr.il, tlu- -malln thr Al t , tlif 

1 hv area uiuler tlir uii\r nia\- inra^uird 
inatlu'niatKallv, umh^ a ttH Imuiur knou n as Ihr 
ttapr/oiJal nilf, and i- ropnrU'd in anuumt 
drut;. \ olunu' ot fluid ■ tinir (e i; . nut; ' ml ■ 

Atuirdn\t; to thf tiapf/oidal nilr, tlu- aiea hv- 
noatli a dru^; loiu fntratioivtinu' iur\ f k an be es- 
timated through the assumption that the ALA 
lan be represented bv .i series ot trape/oid^ 
Uiuadnlalera! planes haxmg two parallel and 
tun nonparallfl sides). The total ALK \vould be 
the sum ot tlie areas ot the indiN idual trapezoids. 
The area ot eat h trape/oui is ealeulated taking; 
' .(( , . I lV,)(.t,,, I,. I ), where C.\, and t„ are 
dnii; .oneentrations m the blood plasma, or 
serum, and time, respectnelv. L^eda dennnv 
strates the use ot ttie trape/oid b\ the data repro- 
duced 111 Table 3-3 and plotted into a plasma 
drug mneentration-timf eurve as shown m Fig- 
ure vib. 
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! he traetion (b) (or bioa\ ailabilitv) ot an orallv 
.tdmmistert'd drug max be ealeulated bv com 
parison ot the AVC alter oral administration 
with that obtained after mtrax enous admimstra 
tion: 

b (AiK3^,,,;/(Ai;e),,,.,.,n,n,. 

In praetu e, it would be rare tor a drug to K 



labio 3-3. IX-term-n.tinn ot ALA L su.g th. Irape.oid.l Rul. tor th. I nllcuvinf; IM.sm. Drug 
t OnCiMitr.ition- rime n.it.i" 
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> I'liipirtrK ab^oriwi into t lu- tircLilatu m tollow - 
iiii; i>ral adniiiii^tration. As lu'tod railior. main 
inKlLT;i;o tlu- tir--t pa--- rtlt\t rt'^ultiiiL: iii 

■ uiic Jot:rt't.' ot iiifLibi ilu Jr^wa J,it h ui brtofr t'li 
:t 11 Hi; tlu' i;t'iu'[al uu ulation. In ai.it.1 ition , tailors 
i'! drii^i; proJiu't torintilatk ui, Jni^t; dissolution, 
. iu niKal and plu^ual intorai.-tioiis \^■]tll tlif s^as 
liunitostnuil tontfiits, v;astru (■mpK int; tiiiu', m- 
ti sdnat nu)tilit\', and otliors uuUnlnito to tin* iii- 
' unipletL' absorption ot an adniinj^tt.'rod dosr of 

I drLiy;. Thf oral dosaj^c stront;tlis ot niLirn Loni- 
iuiTKal products aru basod on considerations ot 
tho propiirtion ot tlie do'-f adnunistored that is 
i xpectod to hv abs(irbod and a\ailablo to its situ 
i*t aitu^n m order to [noduco the desireii drug 
blood le\'e! and or tlierapeutu rt.'sponse. The ab- 
solute bioavailability tollownu; oral ilosing is 
i',enerall\- compared to intravenous dosinj^. As 
I \anipies, the mean oral absorption ot a dose oi 
\erapannl (( alan) is reported to be ^M)'. ; enala- 
pril (V asotei ) hOS; dittia/ein (l ardi/emi about 
'10',, and lisinopnl (/estril) about 23'*. llow- 
rver, there is large intersub)ect variability, and 
the absorbei.1 doses mav \ ar\ patient-to-patient. 

Ilioequivalence of Drug Products 

A great deal ol discussion and scientific uu'es- 
tigation has been de\'oted recent I v to the proh- 
icm ot determining the eijuiwilence between 
Urug products ot competing m.Hnita(.tiirers. 

It has become well established that the rate 
and extent to which a drug in a dosage form 
Incomes available for biologic absorption or uti- 
li/ation depends in great measure upon the ma- 
terials utilized in the formulation and also on 
I he method of manufacture. Thus, the same drug 
v\ hen formulated in different dosage forms ma\ 
lie found to possess different bioavailabilit\ 
characteristics and hence exhibit different clini- 
Oil effectiveness. Further, two seeniingh' "identi- 
cal" or "equivalent" products, ot tiie same drug, 
ni the Slime ilosage strengtli and in tlu^ ^iunf lIcis- 
jr.c tornr tx'pc, but dittt^nng in tornniiatiee mate- 
I lals or method ot nitHiutacture, mac \ ar\- wklcK" 
::: bloa \ a i labi 1 1 tv .UKi tlui^ in chnical ettectuc- 
nrss. 

I )issolutu)n requirements tor capsules and tab- 
lets are included in the I'SI' and are integral to 
tMoacaiiabilit\ l-\penence has siiown that u Iumc 
I'loineqiiu alence has betMi ttuind between two 
siipptisedi\- equivaleni products, dissolution 
testing can help to dctiiie the product ditter- 
t iues, ■AM.ordmg to the I ''-^l', signitkant bioawul- 



abilit\' and bioineL|ui\ aleiu e problems nia\ be 
rcM-aled throueji dissolution testing and arc 
grncialK tlu- result ol one oi moie ot tlie tolKu\- 
iili' ouisjl t actors- llir drui'.'s part iclo si./f- e\t es 
si\e amounts ot tlie lulnicant magnesium stcii 
ratr m thr tormulation; co.Umg, materials. 
espeualK" shell. ic; and inaLlequatv' <niiounts ol 
tablet or (.afisule dismtegr.ints, 

I lu' tollo\\'ing terms art' used h\ the l ood and 
1 >rug Admmistr.ition to Llefme the t\ pe or le\ el 
ot "equi\ aleiK\ ' between drug products. ' 

l^hiinnuifiitiail fiiuh'iilfiit> are drug [iroducts 
that Lont.un identical amounts cit the identual 
ai ti\'e drug ingredient, i.e., the same salt or ester 
ot the s.ime therapeutic moiet\-, in itlentica! dos- 
age forms, but not necessanU' containing the 
s.mie inacti\-e ingredients, and that meet the 
identical lomfx-ndial or other applicable stan- 
dard ot klentitv, strength, tjualitv, and puritw 
mcUkling potencv .ind, where af^phcable, con- 
tent unitormit\, tiisintegratit^m times, and or 
dissolution rates. 

PluiiDUht'iituiil iilteruiitivc^ are drug products 
that uHitain the identical therapeutic moietv, or 
its precursor, but ntit necessarily m the same 
amount or dosage form or as the same salt or 
ester, bach such drug product mdividualh' 
meets either the identical or its own rt^spt'ctn e 
compendial or other applicable standard of iden- 
tity, strength, qualit\', aiul purit\', including po- 
tenc\' and, v\'here <q^plicable, content uniformity, 
disintegration times, and or dissolution rates. 

l^nu-ijiiuhilctil limy ;'f (.'i/ncfs ^nv pharmaceut- 
ical eqiiucilents or pharmaceutkal alternatues 
whose rate and extent of absorption do not show 
a significant dilterence when administered at the 
same molar dose of the therapeutic moietv under 
sinnlar experimental conditions, either single 
dose or multiple dc^se. Some pharmaceutical 
equivalents or pharmaceutical alternatu'es ma\- 
be equivalent in the extent ot their absorjition 
but luU m their rate ot absorption, and \'et ma\- 
be LonsidtM'ed bioequixaltMit beCiUist.^ such dif- 
terences m the rati> ol absorption are intt.'ntional 
and are reflected in the labeling, are not essential 
to file attainment of effectn'e bod\- t.trug concen- 
trations on chrtunc use, or are considered medi- 
i.all\ insignilicant tor tlic particular drug product 
studied. 

In addition, the ti-rm lluiaiH'ufu Cijurriili'iit- has 
been used to indicate ph.irm.ueuticai equi\a- 
lents which, when ■idminisfered to the same mdi- 
\"iduals in tlic s.ime dos<ige regimens, will pro- 
\-uic essontial!\ the same therajieutic L'tti'Cf. 




^ dic'larahon 

I. Aiulrcw M. 1 Icaixl. (if'C'hathani. \J, a citizen ol' (lie I. ,S. A., aiii an cinpK)\ cc tif 
V\\/c[ IncorporaiCLL a corporaiion lia\ nii: o^^lcc^ at 23^ liaNt 42nLi Street. Ncv\ York. NY. 
1 was intiinatcl) invi^Kcd m iannchniy the web site haxmi: as an address 
w w u .eelehrex.eoni, and ccmtamnie mtornialion relevant to the pharniaceLilical product 
Cd:l,I-;BR[-:\ K which is marketed in ihc l-nited Stales h\ (i. I). Searle C o. (now a unit 
of Pharmacia Corporation) and Pfi/er hicorporated. 

I hereby declare that: 

( 1 ) the abo\ e referenced w eb site w as not liv e on or before Nov ember 30. 1^)98; 

(2) the abo\e relerenced web site became live on a launch date that was later than 
November 30. 19MS: and 

(3) no information was publicly available v la the abov e referenced web site prior 
to the launch date of the web site. 

1 hereby declare that all statements above made of my own know ledge are true; 
and liirther that all statements above are made w ith the knowledge that willful false 
statements so made are punishable by line or imprisonment or both under Section 1001 of 
Title IS of the United Slates (YhIc. 




Andrew M. 1 leaid 



